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Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1)13 Responsive to communication(s) filed on 12 September 2007 . 
2a)\3 This action is FINAL. 2b)ISI This action is non-final. 

3) 0 Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
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CLAIMS 21-40 ARE PRESENTED FOR EXAMINATION 
Continued Examination Under 37 CFR LI 14 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1 .17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1 . 1 14, and the fee set forth in 37 CFR 1 . 1 7(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on 9/1 2/2007 has been entered. 

Response to Arguments 

Applicants' arguments, filed 9/12/2007, have been fully considered but they are not 
deemed to be persuasive. Rejections and/or objections not reiterated fi-om previous office 
actions are hereby withdrawn. The following rejections and/or objections are either reiterated or 
newly applied. They constitute the complete set presently being applied to the instant 
application. 

Firstly, with respect to the 35 U.S.C. 1 12, 1^^ Paragraph (Enablement) rejection of claim 
36, Applicant argues that at page 3, lines 21-22, the specification teaches that a successful 
treatment of Parkinson's disease may be a treatment in which symptoms of Parkinson's disease 
do not change, i.e., the symptoms do neither improve nor worsen. In is unclear to the Examiner 
how this statement affects the enablement of claim 36, which recites a method for treating 
Parkinson's disease wherein the treatment entails treating "one or more motor dysfunctions 
caused by Parkinson's disease". If a treatment results in symptoms of Parkinson's disease not 
changing, i.e., the symptoms do neither improve nor worsen, as taught in the specification, then 
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the treatment clearly does not ''treat" one or more motor dysfunctions caused by Parkinson's 
disease. Applicant also directs the Examiner's attention to Example 1, which shows that 
"symptoms of motor functions associated with Parkinson's disease did not worsen ". While the 
examples show that cognitive functions improved in Parkinson's disease patients and that 
"parkinsonism did not worsen" during treatment, the Examiner is not persuaded that donepezil 
hydrochloride treatment predictable results in a treatment of motor dysfunctions caused by 
Parkinson's disease. 

Secondly, with respect to the 35 U.S.C. 102(a) rejection of claims 21-22, 25-27, 30-32, 
35, 37, and 40 as being anticipated by Henneberg et al., Applicant continues to argue that 
Henneberg et al. has not been "peer reviewed" and has not been "statistically , analyzed". As 
discussed in the Examiner's previous response to this argument, there is nothing in the patent law 
that requires prior art to be peer reviewed, only that it be "published". Henneberg is clearly 
published prior art. Applicant again argues that there is no evidence that the patients in 
Henneberg's study did not suffer from Alzheimer's dementia in a manner "wholly unrelated to 
Parkinson's disease". This argument is not persuasive. Henneberg's article is titled, "Cognitive 
dysfunction in Parkinson's disease (Parkinson-plus dementia) - successful treatment by 
Donepezil (Aricept®)". Henneberg explicitly states that the patients ''suffered from idiopathic or 
symptomatic Parkinson^s disease and dementia " and were "treated with Donepezil". Thus, 
Henneberg is clearly treating patients with Parkinson's disease by administering Aricept®. The 
rejection is maintained and reiterated below. 

Thirdly, with respect to the 35 U.S.C. 103(a) rejection of claims 21-35 and 37-40 as 
being obvious over Henneberg et al. in view of Sugimoto et a/., the Examiner refers to his 
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previous response to this argument in the Final rejection mailed 2/20/2007. Briefly, Sugimoto 
discloses the instantly claimed compound (/.e. donepezil) and thus is clearly related to the 
claimed invention. Applicant argues that Sugimoto does not disclose or suggest that donepezil 
could be useful in treating dementia caused by Parkinson's disease. This argument is also not 
persuasive because Henneberg teaches such treatment, as discussed supra. Further, reference to 
the treatment of "various kinds of dementia" in Sugimoto et al when viewed by one of ordinary 
skill in the art, would indicate that the compounds of Sugimoto et al are not only effective for 
the treatment of the specifically identified types of dementia, but other types of dementia which 
may differ in kind from those specifically disclosed. For example, in their disclosure of 
^'fejxamples of such diseases include various kinds of dementia including Alzheimer's senile 
dementia and further include Huntingtons' chorea, Pick's disease and ataxia", (emphasis added, 
col. 1, lines 57-60), the Examiner must conclude that they are indicating to those skilled in the art 
that the compounds should not be restricted for use in only those dementias which are 
specifically named even though they are not providing an exhaustive listing of each and every 
type of dementia that would have been amenable to treatment. Sugimoto is also used to show 
that enantiomers of donepezil were known in the art. The rejection is maintained for the reasons 
of record and reiterated below. 

Claim Rejections - 35 USC § J 12 (f' Paragraph) 
The following is a quotation of the first paragraph of 35 U.S.C. § 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the Inventor of carrying out his invention. 
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Claim 36 is rejected under 35 U.S.C. § 112, first paragraph, because the specification, 
while being enabling for treating dementia caused by Parkinson's disease, does not reasonably 
provide enablement for treating one or more motor dysfunctions caused by Parkinson's disease. 
The specification does not enable any person skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and use the invention commensurate in scope with these 
claims. This is a Scope of Enablement rejection . 

To be enabling, the specification of the patent application must teach those skilled in the 
art how to make and use the full scope of the claimed invention without undue experimentation. 
In re Wright, 999 F.2d 1557, 1561 (Fd. Cir. 1993). Explaining what is meant by "undue 
experimentation," the Federal Circuit has stated that: 

The test is not merely quantitative, since a considerable amount of 
experimentation is permissible, if it is merely routine, or if the specification in 
question provides a reasonable amount of guidance with respect to the direction 
in which experimentation should, proceed to enable the determination of how to 
practice a desired embodiment of the claimed invention. PPG v. Guardian, 75 
F.3d 1558, 1564 (Fed. Cir. 1996).* 

The factors that may be considered in determining whether a disclosure would require 
undue experimentation are set forth by In re Wands, 8 USPQ2d 1400 (CAFC 1988) at 1404 
vvherein, citing Ex parte Forman, 230 USPQ 546 (BdApls 1986) at 547 the court recited eight 
factors: 



' As pointed out by the court in In re AngstadU 537 F.2d 498 at 504 (CCPA 1976), the key word is "undue", not 
"experimentation". 
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1) the quantity of experimentation necessary, 

2) the amount of direction or guidance provided, 

3) the presence or absence of working examples, 

4) the nature of the invention, 

5) the state of the prior art, 

6) the relative skill of those in the art, 

7) the predictability of the art, and 

8) The breadth of the claims. 

These factors are always applied against the background understanding that scope of 
enablement varies inversely with the degree of unpredictability involved. In re Fisher^ 57 CCPA 
1099, 1 108, 427 F.2d 833, 839, 166 USPQ 18, 24 (1970). Keeping that in mind, the Wands 
factors are relevant to the instant fact situation for the following reasons: 

The nature of the invention : The invention relates to the treatment of one or more "motor 
dysfunctions" caused by Parkinson's disease by administering donepezil. 

Relative skill of those in the art : The relative skill of those in the art is high, generally that of 
an M.D. or Ph.D. 



State and predictability of the art : As illustrative of the state of the art, the examiner cites 
Mentis et al (Movement Disorders, 2006, vol. 21, pages 549-555) and Fabbrini et al. (Acta 
Neurol. Scand., 2001, vol. 103, pages 123-125) (cited by applicant). 
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Mentis et al, cited for evidentiary purposes, teaches that anticholinesterase drugs are 
being prescribed off label for nonmotor symptoms in Parkinson's disease. Theoretically, these 
drugs can impair motor function (Abstract). Subjects were administered donepezil (10 mg/day) 
and motor function evaluated (pages 549-551). Donepezil had little to no effect on motor 
fvmction (either positive or negative) in Parkinson patients (pages 552-554). 

Fabbrini et aL, also cited for evidentiary purposes, teaches that donepezil, a centrally 
acting cholinesterase inhibitor, was not effective on cognitive dysfunction and did not change 
rating in the daily living of progressive supranuclear palsy patients (Abstract). Further, 
Parkinsonian symptoms (as evaluated by the Unified Parkinson's Disease Rating Scale) were 
unaffected by donepezil treatment (Table 2). 

These articles plainly demonstrate that the art of treating motor function in Parkinson 
patients is extremely unpredictable, particularly in the case of donepezil being used to treat 
motor impairments {i.e. Parkinsonism). 

The breadth of the claims : The claim is extremely broad insofar as it discloses the general 
treatment of "one or more motor dysfunctions caused by Parkinson's disease" with the same 
compound. 

The amount of direction or guidance provided and the presence or absence of 
working examples : The specification provides no direction or guidance for determining 
the particular administration regimes (dosages, timing, administration routes, etc.) 
necessary to treat all symptoms of Parkinson's disease, particularly motor dysfunctions. 
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The working example demonstrates that donepezil is effective in treating dementia in 
Parkinson patients. However, donepezil treatment had no effect on motor dysfunction 
(pages 17-18 and Figure 4). In fact, applicant states, "there was no deterioration in 
parkinsonism in the patients on donepezil" (pages 17-18). Nowhere is it suggested that 
motor dysfunction was improved or treated by donepezil. Thus, the applicant at best has 
provided specific direction or guidance only for the treatment of dementia caused by 
Parkinson's disease. No reasonably specific guidance is provided concerning useful 
therapeutic protocols for the treatment of motor dysfunctions caused by Parkinson's 
disease. 

The quantity of experimentation necessary : Because of the known unpredictability of the art 
(as discussed supra) and in the absence of experimental evidence commensurate in scope with 
the claims, the skilled artisan would not accept the assertion that donepezil could be predictably 
used as a treatment for motor dysfunctions caused by Parkinson's disease as inferred in the 
claims and contemplated by the specification. Accordingly, the instant claims do not comply 
with the enablement requirement of 35 U.S.C. § 112, first paragraph, since to practice the 
claimed invention a person of ordinary skill in the art would have to engage in undue 
experimentation, with no assurance of success. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. § 102 that form 
the basis for the rejections under this section made in this Office action: 
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A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in this 
or a foreign country, before the invention thereof by the applicant for a patent. 

Claims 21-22, 25-27, 30-32, 35-37 and 40 are rejected under 35 U.S.C. § 102(a) as being 
anticipated by Henneberg (J. Neural. Transm., 1999) (prior art of record). 

The instant claims recite the treatment of "dementia or one or more cognitive 
impairments caused by Parkinson's disease" by orally administering 5 to 10 mg donepezil. 

Henneberg teaches the treatment of patients suffering from idiopathic or symptomatic 
Parkinson's disease and dementia by administering Aricept®. Aricept® was administered at 
night in a dose of 2.5 mg and in "most cases" 5 mg/day was applied (XXV, "Patient and 
methods"). Aricept® is commercially available for oral administration is film-coated tablets 
containing 5 mg or 10 mg of donepezil hydrochloride (see ARICEPT® U.S. Prescribing 
Information, previously cited). 44 out of 64 "showed remarkable improvement of their 
psychopathological state within 14 days" (id,, "Results"). Henneberg concludes, "Donepezil has 
been shown to be of value in the treatment of "Parkinson-plus (dementia) in 44 of 64 patients" 
(id,, "Discussion and conclusions"). Although Henneberg reports on subjective criteria, the fact 
remains that donepezil hydrochloride was administered to patients having Parkinson's disease in 
the doses instantly claimed. Henneberg further states that a study using "objective criteria 
(Folstein's minimental state examination, reaction times, tests of short term memory) has been 
started at the Hospital for Parkinson's Disease" (XXVI). 

Henneberg thus anticipates the subject matter claimed in instant claims 21-22, 25-27, 30- 
32, 35-37 and 40. 



^ Donepezil is also known as Aricept®, a registered trademark of Pfizer, Inc. 
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Claim Rejections - 35 USC § 103 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Claims 21-35 and 37-40 are rejected under 35 U.S.C. § 103(a) as being unpatentable over 
Henneberg (J. Neural Transm., 1999) in view of Sugimoto et al (U.S. Patent No. 4,895,841; 
Issued January 3, 1990) (prior art of record). 

Henneberg discloses as applied to claims 21-22, 25-27, 30-32, 35-37 and 40, supra. 
Claims 23-24, 28-29 and 38-40 differ over Henneberg in requiring a stereoisomer of donepezil. 
Claims 33-34 recite topical administration of donepezil hydrochloride. 

Sugimoto et al. disclose that donepezil and its stereoisomers are useful in the methods 
described therein (see especially col. 12, lines 30-48 and col. 34, Example 4). The patent 
specifically discloses the cyclic amine compounds of the present claims (cols. 2-12), as well as 
explicitly describing donepezil (Example 4), its hydrochloride salt (col. 12, line 31 and Example 
4), and stereoisomers of the disclosed compounds (col. 12, lines 44-48). They fiirther disclose 
that the disclosed compounds (e.g. donepezil) are capable of inhibiting acetylcholinesterase and 
are thus effective for the treatment of various kinds of dementia and cerebrovascular diseases 
(col. 29, lines 52-65). The patentees fiirther disclose effective dosages of from generally 0.1 to 
300 mg and specifically 1 to 100 mg per day (col. 30, line 25, compare to, e.g., instant claims 30 
and 40). The compounjds may be orally administered (col. 30, lines 10-11) and presented in a 
variety of dosage forms, such as injections, suppositories, sublingual tablets, tablets,' and 
capsules (col. 30, lines 27-31). 
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The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

In the instant case, Henneberg clearly teaches that donepezil hydrochloride {le. Aricept®) is 
subjectively effective in treating Parkinson's dementia and further teaches that objective studies 
are being carried out. As such, there is clear motivation to administer donepezil hydrochloride to 
Parkinson patients having dementia. Sugimoto et al disclose that donepezil and related 
compounds can be in the form of hydrochloride salts and enantiomers. The patent further 
discloses that the compounds can be administered in a variety of dosage forms. 

In the absence of a showing of unexpected results commensurate in scope with the 
claims, it would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made that enantiomers of donepezil would be useful in treating Parkinson's 
dementia. The motivation to do so is found in Henneberg who discloses that racemic donepezil 
hydrochloride (i.e. Aricept®) is useful in treating such a condition . The skilled artisan would be 
well aware that the individual enantiomers of a therapeutically effective racemic compound 
would also be therapeutically effective (sometimes more effective, sometimes less effective). 
Sugimoto et al. also provides the skilled artisan with the means (synthetic methods, 
administration routes, doses, etc.) to administer enantiomers of donepezil hydrochloride. In 
addition, the recited forms of administration (oral and topical) are routine and well known in the 
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pharmaceutical art. As such, the skilled artisan would have been imbued with at least a 
reasonable expectation of success in treating Parkinson's dementia by administering donepezil 
hydrochloride, its salts and its enantiomers through various routes of administration. 

Thus, the methods of instant claims 21-35 and 37-40 would have been prima facie 
obvious to one of ordinary skill in the art at the time the invention was made. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to James D. Anderson whose telephone number is 571-272-9038. 
The examiner can normally be reached on MON-FRI 9:00 am - 5:00 pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached on 571-272-0718. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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